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Construction of the EA - IL —15 Oncolytic Adenovirus and Investigation on its Specificity and Efficacy in Glioma Cells. Ji Jiayu, Wang
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Medical University, Beijing 100070, China

Abstract Objective To construct an oncolytic adenovirus carrying Endo — Angio (EA) and IL - 15 double genes,and further in-
vestigate its specificity and cytotoxic effect to glioma cells in vitro. Methods EA and IL - 15 genes were firstly obtained by PCR method ,
and inserted into the shuttle vector pXC1 through gene cloning approach. Then the shuttle plasmid pXC1 — EA - IL - 15 and the auxiliary
plasmid pBHG loxAE1,3 Cre plasmid were cotransfected into the HEK293 cells to form the oAD — EA - IL — 15 adenovirus. The specifici-
ty and cytotoxic effect of the adenoviruses were evaluated by CCK — 8 method and analyzed to draw the dose response curve according to
the results. Results The oncolytic adenovirus vector (0AD) and the EA — IL — 15 double gene (0AD — EA —IL - 15) adenovirus vector
were successfully constructed, and the corresponding adenoviruses were successfully obtained by virus packaging in vitro. 0AD showed sig-
nificantly inhibition effect on mouse glioma cells GL.261 compared to the control group( P <0.05) , while the cytotoxicity effect to microglia
BV2 (non — tumor cells) was significantly weaker compared to GL261 group(P <0.05) which indicated the specificity of 0AD. Further-
more, we detected the efficacy of 0oAD — EA — IL - 15 and 0AD on GL261 and BV2 cells respectively. The results showed oAD - EA —
IL - 15 had a stronger cytotoxicity effect then oAD on GL261 cells(P <0.01) and the half — inhibitory concentration (IC,,) value of
oAD = EA —IL =15 (0.58 x 10" +1.30 x 10° PFU/ml) was lower than the IC,, value of 0AD (1.13 x 10" +1.98 x 10’ PFU/ml). More-
over, the cytotoxicity effect of the 0oAD — EA - IL — 15 to BV2 cells was weaker than oAD(P <0.01), indicating oAD — EA - IL - 15 had
better specificity to glioma cells. Conclusion The oncolytic adenovirus carrying the EA — 1L — 15 double gene had significant specificity
and cytotoxic effect in treating glioma cells in vitro, which could be a safer and more efficient approach in glioma therapy.
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